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[0 0 8 6] 
10 0 8 7] 

HUftBfl&^jo^T, IBAT£^bfc[i<C]-^ frn (TC) 9 &^£EB.# 

3= * *lT HQ ft v v> A x * — <d (BHK) 4- 1 M bat <d cDNA"C7B;|Ci§£sl Lfc 
t(D (H14M) 4, h yZf*>VZs h (Top-Count) h 

l£> »@^24B#^WF^(CT^-fe^4fT5fc«), 60.000lHj&/?x/l'&ffi|IU 48 
B# W Wft tdT y ir^T SrtT 5 «> (±30, 000*»H&/ * ;^|| L , *5 ct W2B*M 

[0 0 8 8] 

Tjx-fe^SrfT 5 B(-> 100 n \<DT^±^mmm (4.5 
(w/v)JltI»K*r'£*r LfcV>£ isjkmT^T* 5 >--(FAF) BSA^tP^/V^y a^ZE'T 

^50 (Mg|3 mMO[i«C]-* £p =— „ jNBliai^*^^— 

h437°CT'2B#P B ^^dr^-<- h LT^^, ^£0. 2% (w/v) (FAF)BSA^ 
^tf 4t^i^< y n o y (PBS) 100 Mlt-2H]fo||^^^t 

-So (FAF)BSA£r^£#l^4°CG0100 /z IOPBSICT1HK fl^TH-gt^i"^ -^tb^* 
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^ia-C30^W®lftLfc^, '*-y%— K (Pachard) hy^^Vb 
[0 0 8 9] 

[" C] - T 7 = ^ 9 £ BR£1- 5 jfrjjft Q>f^bP7yt^fe 
tiffin £ n a -yU^Oft^ \) KW&T 7^^ffl^5W^nn — /Hft T 

[0 0 9 0] 

2 y hO^g^MaMMM (FBA) (PSQ^ 

Wr^^Hx^Lfc^y h*>btlMft$nfc3l«Sr24NfM*7ttt48l^rW©M, £ 

©**»5d«Jl^^i-S„ (#H8i U-C^^ffl#^m^Attbtt6Mashige, F. 
Clin. Chem. , 27, 1352 (1981) -&&M<DZ. t a ) 
[0 0 9 1] 

fenffff^aiftSrJBV^ J§<£>>7^;** — (Wister) 7yh (275-300 g) 

iBATPiwj^-^-rso mn%tz.nmm\ (0.2% tween sotk^^) 

*liia, *j*$i^ft:11*B^7ASfc!5 2 mL^4 0F^{C^7 v cf?-0-HI ( 
^FBU9~10B#) S-^-i"So (TWEEN 80«, 20^E-yKE>zK U W^df- K V/U t* 
$ ls*e 7 ^" U-^T (polyethyleneoxide sorb i tan monooleate) GDl^iigfg-t^iJ 
tKH^t" ^^T#ll7-f/V^ > h> (Wilmington) , ICI *'<v'-\r/V'7V 
>Jr57J/VX%i: (ICI Specialty Chemicals) K J; oTMit £*XTV^ 0 ) f&8K*3 

ffl^-C, mfrl£-£W*£##rf 3 0 M^tifc7-7h<DllMt©TO (FBA) 
[0 0 9 2] 
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^±£fM±M^hM (BBMV) (Cfett 5 [3 H]-» g P J— /Ujfetftgt 9 

•vyTj (Malathi) b (Biochimica Biophysica Acta, 554, 259 (1979), # 

^ZMfc-tZJim^ T-yir-f ^S^IOO ^ IT*te&<200 MH-^oTV^i:r 
5^rl^^{i, *St^H£f±> fU-l-Tr— (Kramer) (Biochimica Biophysica Ac 
ta, 1111, 93 (1992) ; 0Mb \^X^Mm^m.^-Atlhtl^) ^IBgc^^TV^ 
5^K'fc5„ gfltSt, m&X\ 2 mM©[ 3 H]-^^3-M (0.75 juC 
i) , 20 mMhy^, 100 mM NaCU 100 mM-^^— h— /K pH 7. 4^r"g-tf^^190 
/zlSr, 10 »\<DB\^-U.Wk'\^ (60-120 /ig^^^f) titmt^^^^ 
^^<— h-f-So >-=^^-<— >-{± s /J0^5/^£L&^kBBMV£AP^5^ 
tiaoTTOU 7K?pLfcSft (20 mM Hepes-tris, 150 mM KCI) 5 mlSrAn 
X.&^bKX'oXW'lt-tZfrK W±&. t^oy7>f/^- (0.2 umlim X 

n^tcatiau 5 m\(DW±mmmx£ hi^mw-r^o 

10 0 9 3] 

T vvWCoA ; n ~;W7 v'/W h7^7i7~ if (ACAT) 

/nA^^— OflfJ«fc«tU«7 y h<omA ? p y — fulE (J. Biol. Chem. , 

255, 90098 (1980) ; t LT^^fflS^M^AtL btlZ* ) ©J;9^ 
bPMU ACATg^O^Mi Uffll^. Tyfe-fifeMu 50 mMO y :^1W h 
y -7A<b2 mM DTT pH 7.4<Dmmi&X\ 0.25% BSA:io £ 1/200 (igiO^py-A 
^^/<^M^t?MWM(D^^2A n^fD^ru^r^ /wcoA (0.05 M Ci) ^-a-tf, 2 
.0 mlO-r >=5r^.^<— iXa <b ft 5 0 ^Tyt'fftlj:, ^" W /UCoA^^p-f 

5:ttioTlfet5 0 S/fcte, 37 c CT'5^PhTOtL, 8. 0 ml<7>^ p p zJvl^ 
(2:1) ?r»t5ii(aoT^t5 0 tttfj^fi, fifttL 

'^LT^g|i-S 0 ^ p P/ix/uAta^^D tiSbT^^-tirT^b, i/y#-7M-60T 
LCy*U— hlCXtf-y h-f& t, ^■*-iyis/=z=?-;V3L—7 L ;\s (9:1) {£&5 0 3S£-r 



-48- 



(49) mm. 2002-533413 

^aKy hfc5t9a**LfeJk*rtB*«r, ^yio— K-Y * -v 5 ^- (Packar 

d I nsta imager) £/B^TilJ^ LT^^-f-/5 £ t £„ 
[0 0 9 4] 

Jffflj^ ^rn- /tMM (HEPATIC CHOL) (DWUM 

BB.m.m.<Dm£$:$miLfc'&, ^po*m : tfs—jv (2:1) <£>*-e*^ 

•f^o il^^ y^cr^y— /K^i^^t^tj, TW^ (Al lain) „ C. A. 

Clin. Chem. , 20, 470 (1974) (#J& £ LT:fcl^ffl#taifi^A;ftk;ia5) K 
iE#£*LT^5 X o = /l-;^^— if i^M"^^— if 

[0 0 9 5] 

JfffljHMG CoAl^yy iffet£ (HMG CPA) (DiMfe 

U 7U 3— h &i 4 C-HMG-CoA (t^/K^-NENMD #&T\ 37 < CT-60^^^r V 
^r^-hUT, HMG CokUy?#—Hm&%m7£-fZ> 0 6 N HCL^DiTS^S: 

>-^U—i/3l/XV^b\c£^XfttlMm$:%mirZ> 0 Akerlund. J. 

*3 cfct^Bjorkhem. I. (1990) J. Lipid Res. 31, 2159) 
[0 0 9 6] 

ffi^^^fP-/W-q-b: Kp^>7- if^^Ci'J^: (7ct-0Hase) 

=*— b£r> NADPH#^Tn 37 < CT-5^-W^r^^r3.^<— b LT, = 1/^7 n — /W-a 

3&38£it\ mk*T*z h- hy^/y^y-/nc^ft?^-fr5o iwiwryn- 

h £C18jfflHPLC#7 A_h(;i&AU 240 nm^OUV&tfJSr/llVv-C. ^OS^^^* 
Sr^T5 :tiaot, #*S*Sr^l«i-*. (##^cm : Horton. J.D. ^ (199 
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4) J. Clin. Invest. 93, 2084) 
[0 0 9 7] 

jj|j^fp-;V (SER.CHOL, HDL-CHOL, TG I 35 X tWLDL + LDL) Ogg 
fttftmm (Wako Fine Chemicals) TMV yftV K) &5i5<£> TfjflR^ 

; n^rn-MIK * ^ n ^'## : 276-64909 Sr/BV^T, *&jfajfc=» I'-Xr- 
ia— /U (SER.CHOL) #Jt£$J^-f-5 0 hiffiV^t, HDL= l^*^ n 
— (HDL-CHOL) */lf-?>r ^ ^//V%fc (Sigma Chemical Co.) CDHDL=i t-^X 
o— /mm, fj * P : 352-3{£j;o-C (f^rX h 9 ^fifclfcfe-C) VLDL&i 

tnjH.sr*jR**yt«^ai^i-* 0 jm**©*^ y ^y-ty k* (^9^*) a 

Gl) Sr, ^^^5*/U%bOGP0- h y (GPO-Trinder) „ # 2 u : 3 

37-B(^J;oT^^)fC?|lJ^-r6o VLDL*3<£tRDL (VLDL + LDL) nl/^fn^ 

[0 0 9 8] 

/NA^^-i^g) flifj-ife jftg (fba) <psy m 

#ftt5Wt©i^, 3o-t Fo^fn^ K ♦ K • Kn^t 

— t?KfS«rl!£fl3 UTflflff ^^nad[c31tc1-6 r. £ m J: 9 BMtttfc«!l5£-f-3 (Mashig 
e. F. Clin. Chem. . 27. 1352(1981), $J$ LT^^|I]#«£#-A*Lk;n<5 

[0 0 9 9] 

■* — ^^jV®M (Marshall farm) & }£<DfBMM^i>^hX^ l>fc^ f$fi6~12 k 

fc*>W\ -etb-?fix6EE** P> 1 5C e> S . Mx-tf, «#J> i.g. ;1 mg/kg 
, i.g. ; 2 mg/kg, i.g. ; 4 mg/kg, i.g. ; 2 mg/kg, p. o. (# ^ir/MilAofclfr 
*ifOfi:m#K:«if^^i8D^»t*. (fllfctf, 0.2% Tween 80^ 
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t^y^^xf k^y^-^ >m&. 5X- y-Jtlir^ h/Wf;*, 
#^#tt (Sigma Chemical Co.) ] {citfi? Lfc?&2i?Jl^JC<£>S f*l— <D^fi N P 

m&nmi^ Rmm^mm^tzmm^m^^^xnm^n ?c\t&x%z> 0 m 
-rso mmm^^^-v"^ vmiz*. ^.osxm^xm^mmn&tt^m-rz 

o 

[0 10 0] 

tl& {/<**.^-t— SST (Vacutainer SST ; =1-^^-^177^^ V 
4?. h^^V ^r^y o lfc$t&2000 rwX2Qftmm<\J> LX . jfn.?f^^ 

ui/ b-rz> 0 

[0101] 

i£&7£A&) KM # 5 $Mb7K* — jvOr* is ? — if 

KJ&£*UffiLfcfn7fcO@#§^^-;/ b i/^^n-/uci I) (fOjt^ (Wako 
Chemicals) % /<■— -J =-T ¥A V -yf-^Z/ K) £rfflV^T\ 96*7 jl^* — <? y h_hT- 
^n^fn-/u|rI^t5Ci^t:t5 0 0.5 /*g^£>10 M g(7)nu^fn- 
^^^mftM^T 0 ^- b<DMc%l<D2?\\Xftf&-$-Z> 0 JtmUW (20~40 dl, f 

?©^tL6^it^^j;6) , &tctewt&(DMmttmm%$:, 5Lm^xm*(DV^ 

)V\z.1&7L%> 0 7X^iPxT, ^tLJrtvDV m/i^ioo m IO^4^i-6 0 3§-fef*^ 
O100 ax l©7 y =— h%&<}^MZ.1)Wx.. 37X:X-i5#m4 l/*^^— h \^tt®. 
„ 500 nmT^^— h £t^4j> 0 
[0102] 
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^.t^^T^t^Mmir^s is : 352-3 ( 5 X— V >H<\± is YjV 

1 , -^> S^-^-jr S^/Vgrtfc (Sigma Chemical Co.) ) ^ffl^TT s'-fe-f i"-5 ^ t 
/^T*#<5 0 #JfiL?*W(COV^T150 m Itl^, *3t^a— Zf\Z.MX.KM., 15 
/ilOHDLa^fo-^ (v^-^352-3) &«sfln-f-5 0 •W«T»^LT, 500 
0 rpmT-5^^5*^-r6 0 50 p. I (D±?i T V =» - h &200 // I (D^^tK <b 21 

o 

[0 10 3] 

9 S?"W*y h#-J§- : 337£fflV^T, 96>7 i/i/7t- v y h ±>C h y ^ y ir V 

K*r«l£-*-<5. :o*Stit b y ir y K^y ^y/^f y^- 

<Dmm<Dyv-tv—;ummmm (^^339-11) ^^v^t, m-mMZfrffc-rz 

o JfiL?fKf4 (20—40 /x U ft 5 5) *S«LT!>s/H:JPt 

60 7KMXT. #[>^yK75W*^100 jult^U 100 m KOfSfeWHt*^*^ 
ffl-^U IB^^a^-hLfc^ 540 im-C^U— hS:»lS^ ft 

^tt^bhy^y-ty Kte£tm-f-5o mmvtz^u-hh. mmum*?? 

[0 10 4] 

#t&^/&>kW2B#<7)^^^£J3iJ*K:b-C, KS&W-SIU ^oir^-y— (^ ^ 

h (Cuisinart) ) ©«t»1?ajiW*t 1 t £>T$rtfcL-t, 
7y-^«t5. #J1.4 g©**i?x^- hfc, *»»fle50%©*3iR^'^/- 
^/*«* (2:0.6) 45#HBT*tttti U 2000XgT*13# 

Ma6'C?^Ki-5 0 flfiH-Sft^aiS (mmoles/S) ft, 96!>x;u^7yir>f i/^f 
^ (1. 2) «rfflVvrS!lJ£i--S ^iHtttti%)cO20 /* ITy =— 

(triplicate) v ^/wim^Mz-Zo nmk£fttcf"?v=i— ,vm-r h 
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= — /HH* h V ^AcD20 5 V V y hJ^TV ^ — 3@StS[^*/K^2«a 
^P^L^o 1 Mt F7v?>*fP^ 0.1 Mfn J) yg|, *5j:t>*0.46 mg/ml <£>NAD£ 
^•tfSi^fl^230 w IS:#^^/W^P^.5„ 50 MlT!J3-h©3a-k K 

o^>'^7 t n>r F-T't Koyt-^jH (HSD ; 0. 8^-— y b/ml) *fctt7yt 

^mffi-m (0.1 Mfpyyithy;)^) 3iH]^^ai/w2«aw5'bo— oic 
5^iriS-C#5o Sffl"C60^M>f ^*3.^<— 340 nral^ttSK^S: 

Wkg. (mM) SriBO^-f-So tttH»OffifM»»A, HlM^v^- hcDfifi; (^7 
A) , *3«t0 5 »1fe^SS:ffiV>T, #l&4&fcov>T#&i-5FBA«g£mmoles/kg 
/0 LTf+»i-6o f&«©jlifJRi:U-CFBAaiaE*5Jh#bfc (x/W^fil) £ t 

m-rz>it$>^ mmmm<Dnw®m& (mmoies/kg/s) «-?^i¥^fba^^ 

[0 10 5] 
[0106] 

/n^;*^— fc&^Tte, J»{cJ:5=» v^^p— /K^^JR^PJ^-r^fcfeo-S 
IWHiftcjfaJf Jfcafcft (dual -isotope palsma ratio) <£>i£IBi£i&S, ? — (Turle 
y) ^<fc3fE<£ (J. Lipid Res. 35. 329-339 (1994)) ©±51^ 3fc&£*K I? 
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[0107] 

l2i^MWH|-CWl*«riil5igi-«pa©^-CM80~loo g<Dim<D^J±*?-\z.& 

^yt°K (Intralipid) (20%) {CjgiB Lfc2. 5 M Ci (O [1 , 2-3 H] a a — tV<T> 

um chain triglyc 

erids: MCT) <Dt& $><D [4-1 * C] a n — A-Oigq Sr&^-f 5„ #J3lfcF*l 

(i.v.) 0.4 mltl©^yb7y t'K (Intralipid) SMHSSraJMft 

<n*mm>miz&.tt-tz>ztiz±<9&j3.-rz> 0 iPMii o.e mi^*o«cT* 

72B*|HJjfa.jftWJ|6H ralfcfc 19 <7)#lrtS^l©% X10 ° 

[0 10 8] 

» -9- gj£ 3 jfcjijyilf T y ir >r jfc 
jMMJtfi, LT*w*B#^j(ia^Aixe>ixS, v^- (schuh) £> N j. 

Clin. Invest., 91, 1453-1458 (1993) f£ ioT#$$Jlt^5 J: 5 fc#«fe*JB 
V^TiBO^-rsr i^-Ct 6 0 = » — i?—y^ Ki/P ^f-^OltOSlCL. 0.3%a 

#-K"*— (Gardner) ) Lfc«R2ptoft£g? (100 g/B) ^^-^-5 0 tK« 

«Jj§ JCM SrSO ^-f - 5 fc * »cjfiL«nW|s|.**8ii- -5 „ 
[0109] 
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Vacutainer ; =3. — i?^ — is— W7*f7*— K (Rutherford) „ h V • f 

^^yy^± (Becton Dickinson) ) <7)4 , ^.lfo.M ; £r& 19 tU Lfc^, 3S'L^flBlb"C 
M£r#$H-<5„ 3l/7fB-/l/^^-W (C.A. Allainb^ Clin. Che 
m. ,20, 470-475 (1974) ; &Mt lsX*WfmWlZlf&frXtlbtlZ>) SrJS^-C&a 

/U4^^6tj(cffiij^bfc 0 HDL^ wra- /vt, •vjr^fVA&lS 
bfc (G.R. Warnick^ Clin. Chem. , 28, 1379-1388 (1982) ;#iitt^ 

m*\z.iB.frMib*iz>) o jfajftf© h y -t v k*«> y^^^^Ky^- 

if ^ ioTli^^S^ y ir a — /uS^i#^^T y i?^ ?£ (G. Bucoloib, CI i 
n. Chem., 19, 476-482 (1973) ; 0Mt LX&ffl$lWtZ.m.%~A*lt>*lZ>) K«fc 0 

[01 10] 

770 —j*&W)mmib& 

. io%<f*£Mj*^y v^satbra^u, t/f/H/y K0 (0.3%) (cr^fe 

-mm**? (k^3ccd) *mwt\^x^z>*7-mmMW3m. by 

150 (Videometric 150 ; D ]) ~7 Hr fV^T •)\\^r^J ! ^ ^ =f, 7^ U^W / tf^a 
(American Innovision) ) SrJBV»5HMttWrl£ X ot, P^fcfiWfc^ffcK: 

cf3(D3 i^^n — /Hi, -yjtJVV (Folch) (J. Biol. Chem., 226, 497-50 

9 (1957) \&mkVX#W%®M\Z.m.&-AtlbtlZ)) 0>#ifcfcfl6V\ ^op^A 

a* (2:1) a^-ctttiiutft, fEJfiufcj; 5 ^»*w^si3e-rs. 

[0111] 
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TOfflfeMf t-Afl, 1*^7^- — ^ . f^^^—^— ( force transducer 
) (■^•^^3.— l/i/— (Quincy) , ify IsxyjV* 1/ htk (Gl 
ass InstrumentCo. , MA) ) LT V ^2^<D^y^ 1/ h-^M V << \ <DWi\Z.^~Sr 

o ^iuj^ftt, £> (force) 

[0 112] 

y_±^l >^WMPf^i±<D^ yt'Fn PPAR- a7yt^ 

-^7#5£>(K. Murakami) (Diabetes, 47, 1841-1847(1998). 1 842-^— v 5 ) 

[0 113] 

fcm, 3n«n©Itt^yh^^LT, ^ ^7^fi^^^^Atbfc37 < C(D 
ffiofamUikW izAfrl, ^tfy - F7^^fa-t- (force transducer 

) (-^HJ-^-a.— ir y^jtiPJ (Quincy) , ^7 V^TVi^ ^ b*± (Gl 

ass InstrumentCo., MA) ) LTV ^5 2^09;*. =r >- << t©f^(uffif 

o 2&7k4f Ii7^^fy>yi I^AP^S ^tjSf tt, ^ (force) #3? 

[0 1 14] 
[0 115] 



-56- 



(57) 2002-533413 



-57- 



(58) 



^2002-533413 



INTERNATIONAL SEARCH REPORT 



Internal ! Application No 

PCT/US 99/27948 



^ CL>ssiricA-noN or subject matter 

IPC 7 A61K45/Q6 A61K31/55 A61P9/00 



According to Intamaflond Patent Cta—fkatflon (IPC) or to both national daaaHfcatlon and IPC 



B, FIELDS SgAPCHED 
Mnrnutn documentation searched 



IPC 7 A61K 



(claaefflwtJon w«tem tolowed by daeaiftoebon symbol*) 



Documentation eecrched ether than minimum cbcianentatfcn to the extent that such document* ere 



Included fan tn* fiakle MOnd 



Sect row data ba«comi.»^c*iTtTgtfiM IntemrtiwW aeercti <none of d*U baaaand. whom practical, iwdi' 



terms uaed) 



c documents oowaoengp TO DC RELEVANT 



Cafagaiy' 



CRaBcm of doconwrt, »«ttt tndcttkxi, i 



■ ^Jpropttatw, of tho n 



Refevanuootainrio. 



WO 94 09774 A (MERCK) 
11 Way 1994 (1994-05-11) 
claims 5,6,9 
page 16, line 6 -page 17, line 2 



1,6,7,13 



Farther oocumerte ops Irfedtnthe continuation of fan C. 



ID 



Patent tmitj member* an* Beted In nw, 



•A* doajn^d-ffci^thager^alatootth* art acfcfc* la not 
oenaidered tabaot particular ntlevano* 

" E " «JJf iBr *« n " t * B " pubi«ned on or after tit ntsmatlaaaJ 
aanodata 

V <±>ouinontwHoh may ffvov doi4*a on pftortty dakn(a) or 
wfck*T at cfted to wtabfah the pubttoaf an date at mother 
station or other epedei naaaon (aa epectled) 

'°* ^qMwntw t*ninq to an oral dajetoauie. ute, axh&Woner 



Date of th. aciu-J oompUbo of trtemationaJ iwaioh 



T leterdaounont pvWl»hed»ltortha IntamaUonaJ flhg dato 
or priority oato end not In conflict wllti Ino eppOcertton but 
clt»d^na«rou^tt»prirKtia>artnaofy undBrtytngme 
Irventbn 

■>C document of patellar relevance; th* eWmed twentbn 
aannolbeu u i taKJ eta d novel or oanoct be considered to 
Hvo*«r* an (nrondve «ep whan the document ta taken aicna 

■V" document erf potiuJar talevanaa; the oWmed twentbn 

cannot be ccnaidenad to Im-of/a an Inventive atop whon the 
da»mant !■ comb had wah ona or mona other euoh doou- 
irwnto, tuoh combination being cbvfoua to a peraon atdDed 
n in* art, 

"8" document member of tha tana potent family 



8 May 2000 



Dato of maRWg of tha international taudi report 

15/05/2000 



Name and maflhgaddnaaa of f\» ISA 

European Patort Oftas, PJB. 301a Patemfaan Z 
M.-22B0MVRJwrf* 
TaL <+31 -70) 34O-20<0. Tx. 31 051 epo nl 
Fa* 340-8016. 



Peeters, 0 



Fowl PCTrfoAfflO (aeeoad aheet) (Jafy 1982J 



-58- 



(59) 



^2002-533413 



INTERNATIONAL SEARCH REPORT 



AppHwSfawiNo 

PCT/US 99/27948 



Patent document 
crtnd In ooordt report 



Piijlcstion 



Patent family 



Pub tea Bon 



WO 9409774 



11-05-1994 



US 
AU 



5256689 A 
5538794 A 



26-10-1993 
24-05-1994 



rwro PCT/KW2 j o (pant tamry annwj fJuy ikhj 



-59- 



0 



(60) 



2002-533413 



(51) Int.CI. 7 
A 6 1 K 



31/41 

31/4178 

31/4436 

31/4995 

31/554 

31/77 

3/06 

9/10 
43/00 



A6 1 K 



F I 



31/41 

31/4178 

31/4436 

31/4995 

31/554 

31/77 

3/06 

9/10 
43/00 



A 6 1 P 



A6 1 P 



(8i)JB£B 



12 1 

E P(AT, BE, CH, CY, 



12 1 



DE, DK, ES, FI, FR, GB, GR, IE, I 
T, LU, MC, NL, PT, S E) , OA(B F, BJ 
, CF, CG, CI, CM, GA, GN, GW, ML, 
MR, NE, SN, TD, TG), A P (G H, GM, K 
E, LS, MW, SD, SL, SZ, TZ, UG, ZW 
), E A (AM, AZ, BY, KG, KZ, MD, RU, 
TJ, TM), AE, A L , AM, AT, AU, AZ, 
BA, BB, BG, BR, BY, CA, CH, CN, C 
R, CU, CZ, DE, DK, DM, EE, ES, FI 
, GB, GD, GE, GH, GM, HR, HU, ID, 
I L, IN, IS, J P, KE, KG, KP, KR, K 
Z, LC, LK, LR, LS, LT, LU, LV, MA 
, MD, MG, MK, MN, MW, MX, NO, NZ, 
PL, PT, RO, RU, SD, SE, SG, SI, S 
K, SL, TJ, TM, TR, TT, TZ, UA, UG 
, US, UZ, VN, YU, ZA, ZW 

<>< * A" — 7 *i 1/ YJsiV 2055 

F & — (#%) 4C084 AA20 MA02 NA05 NAM NA15 
ZA451 2A752 ZC332 2C412 
ZC751 

4C086 AA01 AA02 BB01 BC17 BC38 

BC62 BC92 CB09 GA04 6A07 

GA08 GA16 MA02 MA04 MAO 9 

NA05 NA14 NA15 ZA45 ZA75 
ZC33 ZC41 ZC75 

4C206 AA01 AA02 DA28 DA30 DA35 

DB15 DB25 DB43 KA01 KA04 

MA02 MA04 NA05 NAM NA15 

ZA45 ZA75 ZC33 ZC41 ZC75 



-60- 



WORLD INTELLECTUAL PROPERTY ORGANIZATION 
International Bureau 




PCT 

INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 



(51) International Patent Classification ? : 
A61K 45/06, 31/55, A61P 9/00 



Al 



(11) International Publication Number: 
(43) International Publication Date: 



WO 00/38727 

6 July 2000 (06.07.00) 



(21) International Application Number: PCT/US99/27948 

(22) International Filing Date: 17 December 1999 (17.12.99) 



(30) Priority Data: 

60/113,955 
60/142,603 



23 December 1998 (23,12.98) US 
7 July 1999 (07.07.99) US 



(71) Applicant (for all designated States except US)\ G.D. SEARLE 

& CO. [US/US]; Corporate Patent Dept., P.O. Box 5110, 
Chicago, IL 60680-51 10 (US). 

(72) Inventors; and 

(75) Inventors/Applicants (for US only): KELLER, Bradley, T. 
[US/US]; 1780 Canyon View Court, Chesterfield, MO 
63017 (US). GLENN, Kevin, C. [US/US]; 509 Princeton 
Gate Court, Chesterfield, MO 63017 (US). SCHUH, Joseph, 
R. [US/US]; 2055 Rurline Drive, St Louis, MO 63146 
(US). 

(74) Agents: WILLIAM, Roger, A. etal.; G.D. Searle & Co., Corpo- 
rate Patent Dept., P.O. Box 51 10, Chicago, IL 60680-5110 
(US). 



(81) Designated States: AE, AL, AM, AT, AU, AZ, BA, BB, BG 
BR, BY, CA, CH, CN, CR, CU, CZ, DE, DK. DM, EE,' 
ES, FI, GB, GD, GE, GH. GM, HR, HU, ID, IL, IN, IS, JP, 
KE, KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, 
MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, 
SD. SE, SG, SI, SK, SL, TJ, TM, TR. TT, TZ, UA, UG, 
US, UZ, VN, YU, ZA, ZW, ARIPO patent (GH, GM, KE, 
LS, MW, SD, SL, SZ, TZ, UG, ZW), Eurasian patent (AM, 
AZ, BY, KG, KZ, MD, RU, TJ, TM), European patent (AT, 
BE, CH, CY. DE. DK, ES, FI, FR, GB, GR, IE, IT, LU, 
MC, NL, PT, SE), OAPI patent (BF, BJ, CF, CG, CI, CM, 
GA, GN, GW, ML, MR, NE, SN, TD, TG). 



Published 

With international search report. 
Before the expiration of the time limit for amending the 
claims and to be republished in the event of the receipt of 
amendments. 



(54) Title: COMBINATIONS OF ILEAL BILE ACID TRANSPORT INHIBITORS AND FIBRIC ACID DERIVATIVES FOR 
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(57) Abstract 



The present invention provides combinations of cardiovascular therapeutic compounds for the prophylaxis or treatment of 
cardiovascular disease including hypercholesterolemia, atherosclerosis, or hyperlipidemia. Combinations disclosed include an ileal bile 
acid transport inhibitor combined with a fibric acid derivative. 
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